Direct chiral separation of almokalant on Chiralcel OD and Chiralpak AD for liquid chromatographic assay of biological samples.
The four isomers of almokalant, a new antiarrhythmic substance under investigation, were separated by liquid chromatography on a Chiralcel OD and a Chiralpak AD column containing cellulose and amylose tris(3,5-dimethylphenylcarbamate), respectively. Both chiral stationary phases separate almokalant into the four isomers, but the retention orders are different if the carbamate is derivatized on cellulose or amylose. The Chiralcel OD column was used for the separation and determination of the isomers in urine at levels down to 100 nmol/l for the first three eluted and 200 nmol/l for the last with a relative standard deviation of less than 15%. The fluorescence response was increased by post-column ionization after stereoselective separation on the Chiralpak AD column. The isomers of almokalant could be determined at levels down to 10 nmol/l in plasma with a relative standard deviation of less than 15%.